12 United States Patent

Iida et al.

US008703979B2

US 8,703,979 B2
Apr. 22, 2014

(10) Patent No.:
45) Date of Patent:

(54) PREPARATION OF ANTICANCER-ACTIVE
TRICYCLIC COMPOUNDS VIA ALKYNE
COUPLING REACTION

(75) Inventors: AKira lida, Kyoto (JP); Kazunori Ueda,

Kawachinagano (JP); Mitsuaki
Yamashita, Takasaki (JP)

(73) Assignee: Taheebo Japan Co., Ltd., Osaka (IP)

( *) Notice: Subject to any disclaimer, the term of this

patent 1s extended or adjusted under 35
U.S.C. 154(b) by O days.

(21)  Appl. No.: 13/190,799
(22) Filed:  Jul. 26, 2011

(65) Prior Publication Data
US 2012/0077986 Al Mar. 29, 2012

(30) Foreign Application Priority Data

Sep. 29,2010 (JP) i, 2010-218936
Mar. 8, 2011  (JP) coeeiriiirie, 2011-050363

(51) Int.Cl.
CO7D 307/92
A61K 31/343

(52) U.S.CL
CPC ... CO7D 307/92 (2013.01); A61K 31/343
(2013.01)
USPC. oo 549/458; 514/468

(58) Field of Classification Search
CPC e, CO7D 307/92; A61K 31/343
USPC e 549/438; 514/468

See application file for complete search history.

(2006.01)
(2006.01)

(56) References Cited
U.S. PATENT DOCUMENTS

5,663,197 A 9/1997 Ueda et al.
7,538,234 B2 5/2009 Iida et al.
7,910,752 B2 3/2011 Tokuda et al.

2008/0300415 Al* 12/2008 TDidaetal. ...................... 549/458
2009/0042977 Al 2/2009 Tokuda et al.

FOREIGN PATENT DOCUMENTS

P 4-139177 5/1992
P 4-211650 8/1992
P 26069762 7/1997
JP 2006-290871 10/2006
JP 4077863 2/2008
WO WO 2004/026253 4/2004
WO WO 2006/098355 9/2006
OTHER PUBLICATIONS

Ueda et al. “Production of anti-tumour-promoting furano-

naphthoquinones 1n Tabebuia avellanedae cell cultures™.
Phytochemistry, vol. 36. No. 2, pp. 323-325 (1994).

(Continued)

Primary Examiner — Robert Havlin

(74) Attorney, Agent, or Firm — Hamre, Schumann, Mueller
& Larson, P.C.

(57) ABSTRACT

The present invention 1s directed to provide a novel prepara-
tion of anticancer-active tricyclic compounds via alkyne cou-
pling reaction. The present invention provides a process for
preparing a compound of formula (Ia) or (Ib):

(la)

(Ib)

O

wherein R is optionally substituted C, . alkyl, etc.; Wis O, S
or NR*; R” is hydrogen atom, etc.,
which comprises Step (a) 1n which a compound of formula

(1I):

1 (1)
HC==—-R".

wherein R’ is the same as defined above,
and a compound of formula (III) or (IV):

(I11)

OH 0
X
X
Qr
= NR2R
(1V)
o © o
X
X
# OH
0

wherein R is the same as defined above; R is hydrogen atom,
etc.; X 1s halogen atom, etc., are reacted in the presence of
a base, a copper catalyst and a palladium catalyst 1n an
aprotic polar solvent.

7 Claims, No Drawings
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PREPARATION OF ANTICANCER-ACTIVE
TRICYCLIC COMPOUNDS VIA ALKYNE
COUPLING REACTION

TECHNICAL FIELD

The present invention relates to a novel preparation of

anticancer-active tricyclic compounds including naphtho-
quinones via alkyne coupling reaction.

BACKGROUND ART

It 1s known that naphthoquinones have various medicinal
elfects. For example, among naphthoquinones, (-)-2-(1-hy-
droxyethyl)-5-hydroxynaphtho[ 2,3-b]iurane-4,9-dione, also
referred to as NQS8O1 hereinatter, of the following formula:

|Chemical Formula 1]

OH O
F ™0 Z
T

1s an optically active compound comprised 1in Bignoniaceae
Tabebuia, Taheebo, including Tabebuia avellanedae; 1abe-
buia impetiginosa, etc., and 1s known to have the anticancer
activity (see Patent Document 1 and Nonpatent Document 1).
Some methods for synthesizing NQ801 are known, and for
example, include the following scheme (see Patent Docu-
ments 2 and 3):
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intermediate (3) 1s synthesized from the above compound (2),
and 1t 1s not easy to separate the by-product from the com-

pound (3).

|Chemical Formula 3]

OH O
X
e
= Ol
O
(2)
OH O
Me
A\ .
O O
O
(3)
OH O
\ *MM‘%
/ \I.(""“"--.O O
O

(3')

In the method of Patent Document 2, 1t 1s required that the
desired compound (3) 1s reduced by a base, and then the
resulting racemate (4) of NQ8O1 1s optically resolved. In the

|Chemcal Formula 2]

OH O OH O OH O OH O
Me Me
—_— —_— —_—
O O O O

(1) (2)

Asymmetric Synthesisl

PN

N

In the methods of both Patent Documents, 5-hydroxynaph-
tho[2,3-b]ifurane-4,9-dione (3) which 1s synthesized from
2-dimethylamino-5-hydroxynaphthalene-1,4-dione (1)
derived from easily available 5-hydroxynaphthalene-1,4-di-
one, also referred to as juglone hereinaiter, 1s used as a key
intermediate. In the above methods, nonnegligible amounts
of by-product (3') are obtained 1n a step wherein the key

OH

60

65

(3) (4)

O DH

O

P "

\l.("“\. Optical Resolution
O

(5)

method of Patent Document 3, the number of synthetic steps
1s reduced by an asymmetric synthesis compared to the
method of Patent Document 2, but a problem which the com-
pound (3) has to be separated from the by-product (3") pro-

duced in the synthesis still remains.
On the other hand, it 1s known that naphthopyrrole-diones

are synthesized by the conventional Sonogashira coupling
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reaction using the similar substrate to the above compound
(1) like the following scheme (see Nonpatent Document 2):

|Chemical Formula 4]

O
Br
\ /
HC=——R!
o
Cul
7 SNHAe  PA(PPhi),Cl
R O
O R!
Y
/ ‘ K,CO5
NHACc
R O

However, the method of the above literature wherein the
substituent R of benzene ring 1s low reactive and compara-
tively stable chemical group 1s specific to the substrate. Since
the alkyne 1s required to be treated in a ring-closure reaction
in other step after the coupling reaction in the synthesis of
naphthopyrrole-diones in the above method, a problem in
view of the number of synthetic steps remains.

Furthermore, the following reaction 1s known as the cou-
pling reaction of naphthoquinones and alkynes (see Non-
patent Document 3):

|Chemical Formula 5]

O R
% (a) CuC=CPh or
X (b) PhMe, 110° C.
‘ -
= OH
O
R
O O \
\ R +
O 0O
O O
R= Ph, CBHIT

In the method of Nonpatent Document 3, two types of
naphthofuranediones are nonselectively obtained and no
methods wherein etther one of naphthofuranediones may be
selectively prepared are disclosed.
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|Chemuical Formula 6]
O
X
‘ N CuC=CR
-
= OH
O
X =1 Br O

O
R = Bu, Cngj, CHzOME, Ph

It 1s considered that hydroxyl group on 2-position of the
naphthoquinone ring of the reaction substrate largely
involves 1n the reaction disclosed 1n the literature.

Nonpatent Document 4 also discloses similar coupling
reactions to the above, however, no reaction examples
wherein a reaction substrate having hydroxyl group on S-po-
sition of the naphthoquinone ring 1s used are disclosed.

| Patent Document 1| JP2669762

| Patent Document 2| JP-A-2006-290871

| Patent Document 3| JP4077863

[ Nonpatent Document 1] Shinich1 U E D A, et al., Phy-

tochemistry (1994), Vol. 36, No. 2, p. 323-325

[ Nonpatent Document 2] Mark S. Shvartsberg, et al., Tet-
rahedron Letters, 50 (2009), p. 6769-6771

[ Nonpatent Document 3] S. Shvartsberg, et al., Russian
Chemical Review 73(2), p. 161-184 (2004)

[Nonpatent Document 4] V. S. Romanov, et al., Russian
Chemical Bulletin, International Edition, Vol. 34, No. 7, pp.

1686-168Y

DISCLOSURE OF INVENTION

Problems to be Resolved by the Invention

The present invention 1s directed to provide a novel prepa-
ration of tricyclic compounds which 1s widely applicable to
naphthoquinones including the anticancer-active ingredient
NQ8O01. The present invention 1s also directed to provide a
novel preparation wherein the reduced number of steps com-
pared to the conventional methods allows for efficient and
industrial productions of tricyclic compounds. The present
invention 1s further directed to provide a novel and selective
preparation of tricyclic compounds having different struc-
tures.

Means of Solving the Problems

The present invention provides the following embodi-
ments:

[1] A process for preparing a compound of formula (Ia) or

(Tb):

|Chemuical Formula 7|

(la)

OH O
X
‘/B_Rl .
P T~
O
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-continued

(Ib)

wherein R' is selected from the group consisting of hydrogen
atom; C,_ . alkyl optionally substituted by hydroxy, C,
alkoxy or amino; C._,, aryl optionally substituted by
hydroxy, C, _, alkoxy or amino; 5- to 10-membered saturated
or unsaturated heterocycle optionally substituted by hydroxy,
C,_ alkoxy or amino; CHO; CONH,; C, . alkylcarbonyl
optionally substituted by hydroxy, C, _. alkoxy or amino and
COC._,, aryl optionally substituted by hydroxy, C, . alkoxy
Or amino;

W is O, S or NR*;

R” is selected from the group consisting of hydrogen atom;
C,_¢ alkyl optionally substituted by nitro, sulfo, cyano, acetyl
orC._,,aryl; COC, _,alkyl; and COC._, , aryl optionally sub-
stituted by nitro, sulfo, cyano or acetyl,
which comprises Step (a) 1n which a compound of formula

(1I):

|Chemical Formula 8]

(11)
R]

HC=

wherein R' is the same as defined above,
and a compound of formula (III) or (IV):

|Chemical Formula 9]

(I11)

OH O
X
R )‘\/
‘ ‘ or
= \[(\ NR2R3
O
(IV)
OH O
X
OH

O

wherein R” is the same as defined above:
R is selected from the group consisting of hydrogen atom;
C, _¢ alkyl optionally substituted by nitro, sulifo, cyano, acetyl
orC._,,aryl; COC, . alkyl; and COC._, , aryl optionally sub-
stituted by nitro, sulfo, cyano or acetyl;
X 1s a halogen atom selected from the group consisting of
chlorine, bromine and 10dine; or OSO,CF,,
are reacted 1n the presence of a base, a copper catalyst and a
palladium catalyst in an aprotic polar solvent.
[2] The process of [1], wherein the copper catalyst used in
Step (a) 1s copper (1) oxade.
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6

[3] The process of [2], wherein R is hydroxy-substituted C, _
alkyl.

[4] The process of any one of [1] to [3], which further com-
prises Step (b) in which a compound of formula (V):

|Chemical Formula 10]

(V)

wherein each symbol 1s the same as defined 1n [1],

which 1s obtained using a compound of formula (III) 1n Step
(a) 1s cyclized.

[5] A process for preparing a compound of formula (Ia):

|Chemuical Formula 11]
(la)
OH O
W
O

wherein each symbol 1s the same as defined 1n [1], of any one
of [1] to [4].

wherein the palladium catalyst 1s less than 5 mol % of palla-
dium catalyst to a compound of formula (II) or (IV).

[6] A process for preparing a compound of formula (Ib):

|Chemuical Formula 12]

(Ib)

O

wherein each symbol 1s the same as defined 1n [1], of any one
of [1] to [4].

wherein the palladium catalyst 1s 5 mol % or more of palla-
dium catalyst to a compound of formula (III) or (IV).

7] A compound of formula (Ia):

|Chemuical Formula 13]
(la)
OH O
\ )J\
\ \ 3
O



US 8,703,979 B2

7

wherein each symbol 1s the same as defined 1n [1],

obtained in the process of any one of [1] to [3].
[8] A compound of formula (Ib):

|Chemical Formula 14|

wherein each symbol 1s the same as defined 1n [1],

obtained in the process of any one of [1] to [4], or [6].
[9] A compound of formula (I1II):

|Chemical Formula 15]

OH O
X
AN
= NR2R3
O

wherein each symbol 1s the same as defined 1n [1].
[10] A compound of formula (IV):

|Chemical Formula 16]

OH O
X
X
Z OH
O

wherein each symbol 1s the same as defined 1n [1].
[11] A compound of formula (V):

|Chemical Formula 17|

OH O R/

wherein each symbol 1s the same as defined 1n [1].

(Ib)

(I11)

(IV)

(V)
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8

[12] The process of any one of [1] to [6], wherein both the
base and the aprotic polar solvent used 1 Step (a) are
pyridine.

Eftect of Invention

In the present invention, one or more steps may be reduced
compared to the conventional methods by comprising a step
wherein 2,3-disubstituted naphthoquinone derivatives are
reacted with alkyne compounds, and the desired tricyclic
compounds may be efficiently and industrially produced.

In the present invention, the desired tricyclic compounds
may be selectively prepared by adjusting the reaction condi-
tion of the step wherein the 2,3-disubstituted naphthoquinone
derivatives are reacted with the alkyne compounds.

BEST MODE FOR CARRYING OUT TH
INVENTION

(L]

The term “C, . alkyl” used herein refers to a straight or
branched chain saturated hydrocarbon having 1 to 6 carbons.
A preferable “C, . alkyl” includes methyl, ethyl, propyl, 1so-
propyl, butyl, 1sobutyl, sec-butyl, tert-butyl, pentyl, 1sopentyl,
neopentyl, 1-ethylpropyl, hexyl, isohexyl, 1,1-dimethylbutyl,
2,2-dimethylbutyl, 3,3-dimethylbutyl, 2-ethylbutyl, etc. A
preferable “substituted C, . alkyl” includes hydroxy-substi-
tuted C,_, alkyl such as 1-hydroxyethyl, benzyl, etc.

The “C,_ alkyl” moiety of the term “C,_. alkoxy” used
herein has the same meaning as the above “C,_ alkyl”. A
preferable “C, _, alkoxy” includes methoxy, ethoxy, propoxy,
1SOpropoxy, butoxy, 1sobutoxy, sec-butoxy, tert-butoxy, etc.

A preferable “COC, _. alkyl” used herein includes acetyl,
etc.

The term “C._,, aryl” used herein refers to an aromatic
hydrocarbon having 5 to 10 carbons. A preferable “C._,,aryl”
includes phenyl, 1-naphthyl, 2-naphthyl, etc.

A preferable “COC._, , aryl” used herein includes benzovl,
etc.

The term “heterocycle” used herein includes monocyclic
or multicyclic heterocycle, etc., and contains the same or
different 1 or more heteroatoms selected from nitrogen atom,
sulfur atom or oxygen atom. A preferable “heterocycle”
includes aziridyl, azetidyl, pyrrolidyl, pipenidyl, pyrrolyl,
thienyl, benzothienyl, benzofuranyl, benzoxazolyl, benzthia-
zolyl, furyl, oxazolyl, thiazolyl, 1sooxazolyl, imidazolyl,
pyrazolyl, pynidyl, pyradyl, pyrimidyl, pyridazyl, quinolyl,
1soquinolyl, triazolyl, triazinyl, tetrazolyl, indolyl, imidazo
[1,2-a]pynidyl, dibenzofuranyl, benzimidazolyl, quinoxalyl,
cinnolyl, quinazolyl, indazolyl, naphthyridyl, quinolinolyl,
1soquinolinolyl, etc.

The term “halogen atom™ used herein includes chlorine
atom, bromine atom, 10dine atom, etc. A preferable halogen
atom 1s bromine atom or 10dine atom.

The term “aprotic polar solvent” used herein includes dim-
cthylformamide (DMF), dimethylsulfoxide (DMSQO), N-me-
thylpyrrolidone (NMP), dimethylacetamide (DMA), tetrahy-
drofuran  (THF), acetonitrile, acetone, pyndine,
4-methylpyrnidine, 2,4-dimethylpyridine, etc. A preferable
aprotic polar solvent 1s DMF, DMSO or pyridine.

The terms of “the first aprotic polar solvent” and “the
second aprotic polar solvent” used herein are each indepen-
dently selected from the above aprotic polar solvent.

The term “copper catalyst” used herein includes a monova-
lent copper catalyst, preferably copper (1) oxide or copper (1)
10dide, more preferably copper (1) oxide. The selection of the




US 8,703,979 B2

9

appropriate copper catalyst 1s one of the important factors for
the progression of the desired reaction 1n the present prepa-
ration.

The term “palladium catalyst” used herein includes tetrakis
(triphenylphosphine)palladium  (0),  dichlorobis(triph-
enylphosphine)palladium (I1I), diacetoxypalladium (II), also
referred to as palladium acetate hereinafter, etc. preferably a
divalent palladium catalyst, more preferably diacetoxypalla-
dum (II). The types and concentrations of the appropriate
palladium catalyst are one of the important factors for the
progression of the desired reaction in the present preparation.

The term “base” used herein includes amine compounds,
preferably pyndine, 4-methylpyridine, 2,4-dimethylpyri-
dine, triethylamine, diethylamine, more preferably pyridine.
When pyridine, 4-methylpyridine or 2,4-dimethylpyridine 1s
used as the base, pyridine, 4-methylpyridine or 2,4-dimeth-
ylpyridine also works as the aprotic polar solvent.

The compounds of formulae (Ia) and (Ib) may be selec-
tively synthesized by the adoption of the appropriate prepa-
ration conditions in the present preparation.

Specifically, a compound of formula (Ia) may be selec-
tively prepared when the palladium catalyst 1s less than 5 mol

%, preferably 1 to 3 mol %, to a compound of formula (I1I) or
(IV).

A compound of formula (Ib) may be selectively prepared
when the palladium catalyst 1s 5 mol % or more, preferably 6
to 10 mol %, to a compound of formula (III) or (IV).

The tricylic compounds prepared by the present invention
may have at least one asymmetric carbon atom. Therefore, the
present mvention may produce not only racemates but also
optically active substances thereof.

The preparation of a compound of formula (Ia) or (Ib) in
the present invention 1s illustrated by examples, but 1s not

limited thereto. The following abbreviations may be used
herein for the sake of shorthand.

Me: methyl

Et: ethyl

Ac: acetyl

Ph: phenyl

THP: tetrahydropyranyl
NBS: N-bromosuccinimide
THE: tetrahydrofuran
DMEF: dimethylformamide
DMSO: dimethylsulfoxide
NMP: N-methylpyrrolidone
DMA: dimethylacetamide

Specific embodiments of the present invention are shown
in the following Schemes A to D.

Scheme A: Preparation of Tricyclic Compounds

|Chemical Formula 18]

OH O OH O
“ Step 1 “ Step 2
- Fhow--
NR’R’
0 0
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10

-continued

(V)
Rl
OH O OH O \
O O
O O
(Ta-A) (Ib-A)

[In the Scheme, R' is selected from the group consisting of
hydrogen atom; C, _, alkyl optionally substituted by hydroxy,
C, .« alkoxy or amino; C._,, aryl optionally substituted by
hydroxy, C, _ alkoxy or amino; 5- to 10-membered saturated
or unsaturated heterocycle optionally substituted by hydroxy,
C,_ alkoxy or amino; CHO; CONH,; C, . alkylcarbonyl
optionally substituted by hydroxy, C, _, alkoxy or amino; and
COC._,, aryl optionally substituted by hydroxy, C, . alkoxy
Or amino:

R and R” are each independently selected from the group
consisting of hydrogen atom; C,_. alkyl optionally substi-
tuted by nitro, sulfo, cyano, acetyl or C._,, aryl; COCI, _,
alkyl; and COC._, , aryl optionally substituted by nitro, sulio,
cyano or acetyl;

X 1s a halogen atom selected from the group consisting of
chlorine, bromine and 10dine, or OSO,CF;.]

Step 1 1n the above Scheme A may be carried out according
to Chaker, L.; Pautet, F.; Pillion, H., Chem. Pharm. Bull.,
1994, 42, 2238-2240. In Step 1, to S-hydroxynaphthalene-1,
4-dione (also referred to as juglone hereinafter; for example,
available from Tokyo Chemical Industry Co., Ltd.) dissolved
in the appropriate solvent is added amine (i.e., HNR”R”) in
neat or as a solution in an appropriate solvent. The solvent of
juglone may be any organic solvents without any limitation,
preferably toluene. A preferable solvent of amine 1s water,
hexane, tetrahydrofuran, diethylether, toluene, methanol or
cthanol. The reaction of Step 1 may be carried out at =78° C.
to the reflux temperature of the solvent, preferably at the
range of —40° C. to room temperature. Particularly, the reac-
tion temperature from —40° C. to 0° C. 1s favorable 1n terms of
the selectivity and the ease of operations.

Juglone 1s described in details 1n Merck Index, 13rd Ed.,
page 5288 and references cited therein.

In Step 2 of the above Scheme A, aminonaphthoquinone
derivatives obtained in Step 1 are halogenated according to
the conventional methods 1n the art. The halogenating agent
includes N-bromosuccinimide, bromine, hydrogen bromide,
10dine, hydrogen 1odide, chlorine, hydrogen chloride, prefer-
ably N-bromosuccinimide.
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In the alternative method of Step 2, a leaving group may be
introduced as substituent X. The leaving group includes any
groups acceptable for the next Steps 3 and/or 4, for example
OSO,CF;.

In Step 3 of the above Scheme A, alkyne, the substituted >
aminonaphthoquinone derivative (111) obtained in Step 2 and
a palladium catalyst are reacted in the presence ol a copper
catalyst and a base 1n the aprotic polar solvent to give an
alkyne adduct (V). The pretferable aprotic polar solvent is
DMF or pyridine inthe step. When pyridine is used as the base
in the step, pyridine also works as the aprotic polar solvent.

In Step 3, 1 equivalent of the substrate compound (II1) 1s
reacted with excess equivalents, specifically 1 or more
equivalents, preferably 5 to 10 equivalents, more preferably
10 equivalents of the reaction compound (1.¢., alkyne).

Various alkyne compounds may be used as the alkyne 1n
Step 3, preferably optionally substituted terminal alkyne. The
substituent includes C,_. alkyl optionally substituted by
hydroxy, C, . alkoxy or amino; C._,, arvl optionally substi- 2¢
tuted by hydroxy, C, _. alkoxy or amino; 5- to 10-membered
saturated or unsaturated heterocycle optionally substituted by
hydroxy, C,_. alkoxy or amino; CHO; CONH,; C, _. alkylcar-
bonyl optionally substituted by hydroxy, C,_ . alkoxy or
amino; and COC._,, aryl optionally substituted by hydroxy, 25
C, ¢ alkoxy or amino, preferably hydroxy-substituted C,
alkyl, more preferably 1-hydroxyethyl. In Step 3, optically
active naphthoquinones may be prepared by using terminal
alkynes having asymmetric carbon atoms.

Since the substituted aminonaphthoquinone dermvative
(III) 1s substituted by electron-donating hydroxyl group and
may contain electron-donating amino group, it 1s generally
considered that a coupling reaction of such a compound with
alkyne hardly proceeds. However, the substituted aminon-
aphthoquinone derivative (I1I) may couple with alkyne 1n
g00d yields by the present preparation.

In Step 3, a compound of formula (Ia-A) or (Ib-A) may be
selectively prepared by the adjustment of amounts of the
palladium catalyst to a compound of formula (III). In the 49
preparation ol a compound of formula (Ib-A), a compound of
tormula (Ib-A) may be produced in situ of Step 3, and hence,
the next Step 4 may be skipped.

In Step 4 of the above Scheme A, the alkyne adduct (V)
obtained 1n Step 3 1s cyclized. The cyclization of Step 4 may 45
be preferably carried out 1n the presence of water, more pret-
erably 1n the mixture of water/alcoholic solvent, water/aceto-
nitrile, or water/acetone. The alcoholic solvent includes
methanol, ethanol, 1sopropanol, n-propanol, butanol, etc. A
preferable content ratio 1n the mixtures of water/alcoholic
solvent, water/acetonitrile, and water/acetone 1s 2/1.

In Step 4, the desired naphthofuranedione derivatives may
be produced without the need for conversion of amino group
NR*R" into hydroxyl group in the adduct (V). The cyclization
step 4 of the present invention may be carried out without any
acids.

In both preparations of compounds of formulae (Ia-A) and
(Ib-A), the above Steps 3 and 4 may be combined in one-pot
reaction. 60

The present invention may be carried out without the need
for protection of hydroxyl group attached to the naphtho-
quinone ring in the above Steps 1 to 4, but said hydroxyl group

may be optionally protected by the approprate protective
group and then the protective group may be deprotected at an 65
appropriate step according to the conventional methods. The
protective group includes THP or Ac.
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Scheme B: Preparation of Tricyclic Compounds

|Chemical Formula 19]

OH O OH O
/l\).l\ Step 1 )\ i Step 2
\ | — | \ -
O O
OH O
‘ X ‘/X Step 3 _
= \NR2R3
O
(11D
Rl

N R

O
(Ia-B) (Ib-B)

[In the Scheme, each symbol 1s the same as defined above.]

Step 1 1n the above Scheme B may be, for example, carried
out according to Tietze, et al., Chem. Eur. J., 2007, 13, 9939-
994°7. For example, to 5-hydroxynaphthalene-1,4-dione dis-
solved 1n an appropriate solvent 1s added bromine to give
3-bromojuglone 1n Step 1.

In Step 2 of Scheme B, for example, substituted juglone
such as 3-bromojuglone obtained 1n Step 1 1s reacted with an
amine such as methylamine hydrochloride, and then thereto 1s
added NBS, and the mixture 1s stirred. The resulting reaction
solution 1s purified to give a compound of formula (III).

Step 3 may be carried out 1n the similar manner to the above
Scheme A except for preferably using DMSO as the aprotic
polar solvent.

In Scheme B, any steps corresponding to Step 4 of Scheme
A may be unnecessary. Specifically, the compound (I11I) may
react with alkyne in a coupling reaction, and then the ring-
closure reaction may proceed 1n situ without purification or
extraction of an intermediate to efliciently produce the

desired compound (Ia-B) or (Ib-B).

Scheme C: Preparation of Tricyclic Compounds

|Chemical Formula 20]

OH O
X Step 1
‘ -
/
O
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-continued
OH O
X Step 2
‘ -
Z NRZR?
OH
Step 3
=-

Step 4
-
R]
OH O OH O \
‘ /Bi Rl .
T —
S S
O O
(Ia-C) (Ib-C)

[In the Scheme, each symbol 1s the same as defined above. ]

In Scheme C, Steps 1 to 3 may be carried out 1n a similar
manner to the above Scheme A. In Step 4, the alkyne adduct
(V) may react with a metal sulfide at 40° C. to 60° C., prei-

erably 50° C. to produce a compound of formula (Ia-C) or
(Ib-C). The metal sulfide includes sodium sulfide.

Scheme D: Preparation of Tricyclic Compounds

|Chemical Formula 21|

OH O OH O
“ Step 1 “ Step 2
- -
NR2R3
O O
OH O
“ Step 3
-
OH
O

(VD)
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-continued
OH O
X
“ Step 4
-
OH
O
(IV)
Rl
OH O OH O \
O O
O O
(Ta-A) (Ib-A)

[In the Scheme, each symbol is the same as defined above.]

In Scheme D, Step 1 may be carried out 1n a similar manner
to the above Scheme A.

In Step 2, for example, the aminonaphthoquinone deriva-
tive obtained 1 Step 1 may be reacted 1n the presence of an
acid (e.g., 10% hydrochloric acid) in a solvent such as diox-
ane at an appropriate temperature (e.g., a reflux temperature
ol a solvent) to give 2,5-dihydroxynaphthoquinone derivative
(VI).

In Step 3, a compound of formula (VI) may be reacted with
a halogenating agent (e.g., morpholine-1odine complex:

|Chemical Formula 22|

T\

N#
H

to give a compound of formula (IV).

In Step 4, a compound of formula (IV) may be reacted with
the alkyne of formula (II) 1n the presence of a base, a copper
catalyst and a palladium catalyst 1n an aprotic polar solvent to
give a compound of formula (Ia-A) or (Ib-A). In the step, a
preferable base and a preferable aprotic polar solvent include
pyridine.

EXAMPLES

Preparation 1

Preparation of 2-dimethylaminojuglone

|Chemical Formula 23]

OH O OH O
NM&Q
O O

To a solution of 5-hydroxynaphthalene-1,4-dione (171 mg,
1 mmol) 1n toluene (5 mL) was added dimethylamine (0.75
ml., 2.0M solution in THEF, 1.5 mmol) at -20° C. The mixture
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was stirred at —20° C. for 1 hour, and then thereto was added
dimethylamine (0.75 mL, 2.0M solution 1n THEF, 1.5 mmol).
The mixture was stirred at —=20° C. for additional 30 minutes,
and then the solvent was evaporated under reduced pressure.
The residue was 1solated and purified by silica gel column
chromatography (chloroform/ethyl acetate=20/1 (v/v)) to
give 2-dimethylaminojuglone (87.2 mg, 40%) and 3-dim-
cthylaminojuglone (28.8 mg, 13%).

2-Dimethylaminojuglone
Melting point: 147-148° C.

"H-NMR (CDCl,): 8 3.25 (s, 6H), 5.72 (s, 1H), 7.20 (dd,
1H, J=1.2, 8.3 Hz), 7.45-7.51 (m, 2H), 13.0 (s, 1H).
3-Dimethylaminojuglone

'H-NMR (CDCL,): § 3.23 (s, 6H), 5.84 (s, 1H), 7.15 (dd,
1H, J=3.7, 6.1 Hz), 7.56-7.59 (m, 2H), 11.9 (s, 1H).

Preparation 2

Preparation 2 of 2-dimethylaminojuglone

In the alternative method, 2-dimethylaminojuglone was

prepared in the following scheme according to Tietze, et al.,
Chem. Fur. J., 2007, 13, 9939-9947 and Chaker, et al., Chem.
Pharm. Bull., 1994, 42, 2238-2240.

|Chemical Formula 24|

OH O
1. BI‘2
7 CHCI,
| -
2. HOAc
A EtOH
80%
O
OH O
Br
= HNMe
‘ -
toluene
N o
85%
O
OH O OH O
NMEZ
| i |
X NMe, \/\l_(
O O

To a solution of S-hydroxynaphthalene-1,4-dione (171 mg,
1 mmol) in chloroform was added bromine, and the mixture
was stirred. Then, to the resulting mixture were added acetic
acid and ethanol, and the mixture was stirred under reflux to
give 3-bromojuglone (80%). To the resulting 3-bromojuglone
was added dimethylamine, and the mixture was stirred in

toluene at room temperature to give 2-dimethylaminojuglone
and 3-dimethylaminojuglone (85%).

The vyield ratio of the resulting 2-dimethylaminojuglone
and 3-dimethylaminojuglone 1s 95:5.
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Preparation 3

Preparation of 3-bromo-2-dimethylaminojuglone

|Chemical Formula 25]

Br
OH O |
O N O
N X7
‘ -
= NMe,
O
OH O
Br
AN
/ NM&Z
O

To a solution of 2-dimethylaminojuglone (500 mg, 2.3
mmol) in DMF (15 ml) was added a solution of NBS (491 mg,
2.76 mmol) 1n DMF (6 ml) at room temperature over 5 min-
utes, and the mixture was stirred for 20 minutes. The reaction
was quenched by the addition of iced water, and extracted
with chloroform. The organic layer was washed with water
and brine, dried over sodium sulfate, filtered, and then the
solvent was evaporated under reduced pressure to give
3-bromo-2-dimethylaminojuglone (656 mg, 96%) as a purple
solid. "H-NMR (CDCL,): 8 3.29 (s, 6H), 7.22 (dd, 1H, J=1.8,
7.8 Hz), 7.49-7.55 (m, 2H), 12.48 (s, 1H).

Preparation 4

Preparation of 3-bromo-5-hydroxy-2-(methylamino)
naphthalene-1,4-dione

|Chemical Formula 26]

OH O
)\ ).k By H,NMeHCI
Z ‘ ‘ EtzN NBS
- e
EtOH
\/\l'( .
O
OH O
Br
Z
N NHMe

O

To a solution of 2-bromo-8-hydroxy-1,4-naphthalenedi-
one (253 mg, 1.0 mmol) obtained according to Chem. Eur. J.
2007, 13, 9939-9947 and methylamine hydrochloride (68
mg, 1.0 mmol) 1in ethanol (8.0 mL) was added triethylamine
(0.30 mL, 2.2 mmol) at room temperature, and the reaction
solution was stirred for 1 day. The disappearance of the start-
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ing materials was confirmed by thin layer chromatography
(TLC), and then to the reaction solution was added NBS (267
mg, 1.5 mmol) with cooling by 1ced water. The mixture was
stirred for additional 30 minutes. The reaction solution was
concentrated, and purified by silica gel column chromatog-
raphy (hexane/ethyl acetate=10/1) to give the titled com-

pound as a brown column crystal (250 mg, 89% vield, mp
159-160° C.).

rT (hexane/EtOAc=4/1)=0.40.

"H-NMR (CDCL,): 3.48 (3H, d, J=6.5 Hz); 7.26 (1H, dd.
I=1.0, 8.0 Hz), 7.48 (1H, dd, J=7.5, 8.0 Hz), 7.59 (1H, dd,
I1=1.0,77.5 Hz).

SC-NMR (CDCl,, 50° C.): 33.0, 114.2, 119.7, 125.9,
129.9,134.2, 143.3,147.8,161.0, 179.4, 182.1.

IR (KBr): 3325, 1674, 1605, 1551, 1520, 1466, 1412,
1362, 1293, 1231, 1165, 1111, 829, 756.

LRMS (ESI) m/z: 282, 284 [M+H]|*. HRMS (ESI) m/z:
[M+H]*[C, ,H.NO,Br]* Calculated 281.9766, 283.9745:
Observed 281.9729, 283.9713.

Preparations S to 13

The following compounds of Preparations 5 to 13 are pre-
pared with proper modifications of Preparations 1 to 4
according to the conventional methods in the art.

TABLE 1
Preparation
No. Chemical Structure
5 OH O
Br
AN P
7 ™ NHMe
O
6 OH O
Br
B J\\/
P \l'(\ N /\NOQ
H
O
7 OH O

Br

NHACc

L
/\

8 OH O
‘ \)l\‘/Br
/\[( -
O
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TABLE 1-continued

Chemical Structure

OH

OH

)

<

Ya

I“J NO»
O Me
OH O
Br
/\l'(\lf /\SO3H
O Me
OH O

\ Br
= N Nen
I |

Me
OH O
\ Br
S N AC
O Me

Preparation 14

|Chemical Formula 27|

OH
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-continued
OH O
I
s
\ OH
O

To a solution of 2,5-dihydroxynaphthalene-1,4-dione (100
mg, 0.53 mmol) in a distilled water (5 ml) was added potas-
sium carbonate (218 mg, 1.58 mmol), and the mixture was
stirred at room temperature. To the reaction solution was
added morpholine-1odine complex (223 mg, 0.66 mmol)
every 15 minutes over 2 hours. After the completion of the
addition of the morpholine-iodine complex, the mixture was
stirred for additional 30 minutes. The reaction was quenched
by the addition of 25% phosphoric acid, and stirred for 10
minutes. The reaction solution was extracted with ethyl
acetate, and the organic layer was washed with water and
brine, dried over sodium sulfate and concentrated under
reduced pressure to give 2,5-dihydroxy-3-1odonaphthalene-
1,4-dione (156 mg, 94%).

"H-NMR (CDCl,): 8 7.28 (dd, 1H, J=1.1, 8.4 Hz), 7.54 (dd,
1H, J=7.5, 8.4 Hz), 7.66 (dd, 1H, J=1.1, 7.5 Hz), 12.08 (s,
1H).

Example 1

Alkyne Addition of
3-bromo-2-dimethylaminojuglone

|Chemical Formula 28]

OH O o
Br /'\
(L, =
NMe,
O

A solution of copper (I) oxide (available from Wako Pure

Chemical Industries, Ltd., 144 mg, 1.01 mmol) and (S)-(-)-
3-butyn-2-ol (available from Tokyo Chemical Industry Co.,
Ltd., 798 ul, 10.1 mmol, >98% ee) in DMF (36 ml) and
pyridine (15 ml) was stirred at room temperature for 2 hours.
To the reaction mixture were added 3-bromo-2-dimethylami-
nojuglone (300 mg, 1.01 mmol), and a solution of palladium
acetate (available from Tokyo Chemical Industry Co., Ltd.,
6.8 mg, 3 mol %) 1n DMF (42 ml), and the mixture was stirred
overnight. The reaction was quenched by the addition of 1ced
water, and the reaction mixture was extracted with chloro-
form. The organic layer was washed with iced water and
brine, dried over sodium sulfate, filtered, and then concen-
trated under reduced pressure and purified by silica gel col-
umn chromatography (eluent: hexane/ethyl acetate=6/1) to
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give 2-dimethylamino-3-(3-hydroxybut-1-yn-1-yl)juglone
(220 mg, 76%) as a purple solid.

"H-NMR (CDCl,): 8 1.50 (d, 3H, J=6.6 Hz), 3.42 (s, 6H),
4.79(q,1H,J=6.6 Hz),7.11(dd, 1H,J=3.9,5.7Hz),7.37-7.40
(m, 2H), 12.61 (s, 1H).

PC-NMR (CDCl,): 23.9, 453, 59.1, 77.2, 78.3, 102.9,
104.1,114.4,119.0,124.6,132.1,134.5,155.5, 160.4, 182.5,
187.8.

IR (KBr): 3468, 1670, 1624, 15477, 1474, 1385, 1196,
1152, 1069, 1045, 895, 777.

Melting point: 156-158° C.

LRMS (ESI)m/z: 284 [M-H]|~. HRMS (ESI) mv/z: [M-H]~

[C, H,.NO,]" Calculated 284.0923; Observed 284.0904.

Example 2

Preparation 1 of NQS01

|Chemical Formula 29|

OH
OH O
/ Me
‘/l\)J\‘ Z H,O/MeOH
\/\[(\Wﬂ2
O
OH O
)\ e
1 T
A O/ “on
O

A solution of the compound (100 mg, 0.35 mmol) obtained
in Example 1 1n distilled water (120 ml) and methanol (60 ml)
was stirred at 95° C. for 4 hours, and the reaction solution was
cooled to room temperature, and then extracted with chloro-
form. The organic layer was washed with brine, dried over
sodium sulfate, filtered, and then the solvent was evaporated
under reduced pressure. Then, the residue was purified by
silica gel column chromatography (eluent: hexane/ethyl
acetate=10/1) to give (-)-2-(1-hydroxyethyl)-3-hydrox-
ynaphtho[2,3-b|furane-4,9-dione (72 mg, 80%) as a yellow
solid.

Example 3

Preparation 2 of NQ801

|Chemical Formula 30]

OH

/'\Me
1) HC¢

2} H,O/MeOH

OH O

Br

B

NMEﬁz
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OH O
Me
N/
/S
O OH

A solution of copper (1) oxide (available from Wako Pure
Chemical Industries, Ltd., 48 mg, 0.34 mmol) and (S)-(-)-3-
butyn-2-ol (available from Tokyo Chemical Industry Co.,
Ltd., 266 ul, 3.38 mmol, >98% ee) in DMF (12 ml) and
pyridine (5 ml) was stirred at room temperature for 2 hours.
To the reaction mixture were added 3-bromo-2-dimethylami-
nojuglone (100 mg, 0.34 mmol), and a solution of palladium
acetate (available from Tokyo Chemical Industry Co., Ltd.,
2.3 mg, 3 mol %) 1n DMF (14 ml), and the mixture was stirred
overnight. The reaction was quenched by the addition of 1ced
water, and the reaction mixture was extracted with chloro-
form. The organic layer was washed with iced water and
brine, dried over sodium sulfate, filtered, and then concen-
trated under reduced pressure to give a crude product. A
solution of the crude product 1n distilled water (120 ml) and
methanol (60 ml) was stirred at 95° C. for 4 hours, and the
reaction solution was cooled to room temperature, and then
extracted with chloroform. The organic layer was washed
with brine, dried over sodium sulfate, filtered, and then the
solvent was concentrated under reduced pressure. Then, the
residue was purified by silica gel column chromatography
(cluent: hexane/ethyl acetate=10/1) to give (-)-2-(1-hy-
droxyethyl)-5-hydroxynaphtho[2,3-b]iurane-4,9-dione (59
mg, 68%) as a yellow solid.

Melting point: 170° C.

'H-NMR (CDCL,): & 1.66 (d, 3H, J=6.6 Hz), 2.23 (d, 1H,
1=5.3 Hz), 5.05 (m, 1H), 6.85 (d, 1H, ]=0.7 Hz), 7.28 (dd, 1H,
J=1.2, 8.5 Hz), 7.62 (dd, 1H, J=7.6, 8.5 Hz), 7.76 (dd, 1H,
J=1.2,7.6 Hz) 12.18 (s, 1H).

SC-NMR (CDCl,): 21.5,63.8,103.4,115.2,120.0, 125.3,
131.0, 132.7, 136.3, 152.1, 162.3, 1654, 172.7, 186.5.

[a]*°,=23.5 (¢ 0.13, CH,OH), 98% ee (HPLC, Daicel
Chiralpak AD-H, hexane/1-PrOH=9/1, 1.0 mL/min, 254 nm,
minor 22.3 min and major 24.5 min).

Example 4

Preparation of Ortho (Quinone Derivatives

|Chemical Formula 31|

OH O

B
N P
7 S NMe,
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-continued

A solution of copper (1) oxide (available from Wako Pure
Chemical Industries, Ltd., 48 mg, 0.34 mmol) and 3-butyn-
2-0l (available from Tokyo Chemical Industry Co., Ltd., 263
wl, 3.38 mmol) in DMF (12 ml) and pyridine (5 ml) was stirred
at room temperature for 2 hours. To the reaction mixture were
added 3-bromo-2-dimethylaminojuglone (100 mg, 0.34
mmol), and a solution of palladium acetate (available from
Tokyo Chemical Industry Co., Ltd., 4.6 mg, 6 mol %) in DMF
(5 ml), and the mixture was stirred at 60° C. for 1 hour. Then,
the mixture was stirred at 70° C. for 1 hour, and the reaction
was quenched by the addition of iced water. The reaction
mixture was extracted with chloroform, dried over sodium
sulfate, filtered, and then concentrated under reduced pres-
sure. The residue was purified by silica gel column chroma-
tography (eluent: hexane/ethyl acetate=1/1) to give the
desired compound (19 mg, 20%).

'H-NMR (MeOD): 8 1.46 (d, 3H, J=6.6 Hz), 4.77 (m, 1H),
6.52(s,1H),7.02 (dd, 1H,J=1.1,8.3Hz),7.17 (dd, 1H, J=7 .3,
8.3 Hz), 7.42 (dd, 1H, J=1.1, 7.5 Hz).

PC-NMR (MeOD): 20.6, 62.7,103.4,121.1, 124.1, 125.6,
129.8, 131.5, 152.7, 160.1, 160.4, 162.9, 174.5, 180.4.

IR (KBr): 3443, 3124, 3082, 1670, 1665, 1587, 1319,
1288, 1080, 1067, 995, 939, 885, 826, 691, 669.

Melting point: >300° C.

LRMS (ESI)m/z: 257 [M-H]™. HRMS (ESI) mv/z: [M-H]~

|C,.HsO<]™ Calculated 257.0450; Observed 257.0432.

Examples 5 to 16

The following compounds of Examples S to 16 are pre-
pared with proper modifications of Examples 1 to 3 according
to the conventional methods 1n the art.

TABLE 2
Example
No. Chemical Structure
5 OH O
\ \
/ O
O
6 OH O
\ \
F O OH
O
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TABLE 2-continued TABLE 2-continued
Example
Example No. Chemuical Structure
No. Chemical Structure 5 14 OH 0
7 OH O NH
NN \ 2
X ot /
N 10 V O
F O OH O
O 15 OH O
15 M
g OH O X \ )
P P
\ \ Me O R
\ \ I
N O NH, 20
16 OH O
O
N Ph
9 OH O - \
M < . O
N &
‘/\> ) < I
/ HO OMe In the above table, * refers to an asymmetric carbon atom.
30
O
Example 17
0 T 7 Preparation 1 of 1-methyl-2-(1-hydroxyethyl)-5-
N 15 hydroxynaphtho[2,3-b]pyrrole-4,9-dione
\ Ph
F O
|Chemical Formula 32]
O 40 OH
[ e
11 OH O
Br
oz Me
Py ) 2
A — >
‘ ‘ \/ < / oH 45 NF NHMe
N O
OH O
O
Me
50 NN
12 OH O ‘ \/ /
F N o
\ \ s Me
N O
S O e 55
5 A solution of copper (1) oxide (available from Wako Pure
Chemical Industries, Ltd., 71 mg, 0.5 mmol) and 3-butyn-2-
ol (available from Tokyo Chemical Industry Co., Ltd., 389 ul,
13 OH O s0 5.0 mmol) in DMF (18 ml) and pyridine (7.4 ml) was stirred
at room temperature for 2 hours. To the reaction mixture were
X \ added 3-bromo-2-monomethylaminojuglone (141 mg, 0.5
\ mmol), and a solution of palladium acetate (available from
F O O Tokyo Chemical Industry Co., Ltd., 3.4 mg, 3 mol %) in DMF
65 (20 ml), and the mixture was stirred at room temperature
O overnight. The reaction was quenched by the addition of iced

water, and the reaction mixture was extracted with chloro-
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form. The organic layer was washed with i1ced water and
brine, dried over sodium sulfate, filtered, and then concen-
trated under reduced pressure. The residue was purified by
silica gel column chromatography (eluent: hexane/ethyl
acetate=4/1) to give the desired compound (57 mg, 42%).

pale yellow needles, mp 219-220° C. (537 mg, 42% vield).
rT (hexane/EtOAc=4/1)=0.20.

'"H-NMR (CDCl,): 1.68 (3H, d, J=6.5 Hz), 1.98 (1H, d,
J=7.5Hz),4.11 (3H,s),4.93 (1H, dt, J=6.5,7.5 Hz), 6.65 (1H,
s), 7.17 (1H, dd, J=1.0, 8.5 Hz), 7.53 (1H, dd, J=7.5, 8.5 Hz),
7.63 (1H, dd, J=1.0, 7.5 Hz).

SC-NMR (CDCl,): 22.1, 33.4, 62.0, 105.1, 115.4, 119.2,
124.1,126.8,131.8,134.3,135.4,145.4,162.0,175.7, 186.7.

IR (KBr): 3530, 1630, 1458, 1374, 1352, 1219, 1080.

LRMS (ESI)m/z: 270 [M-H]~. HRMS (ESI) m/z: [M-H]~
|C,H,3sNO,]™ Calculated 270.0766; Observed 270.0757.

Example 18

Preparation 2 of 1-methyl-2-(1-hydroxyethyl)-5-
hydroxynaphtho[2,3-b]pyrrole-4,9-dione

|Chemical Formula 33|

OH
OH O /\
)’I\ I Me
DO
Z \[(\NHMe
O

OH O
AN \ Me
~ Ve o
O

A solution of copper (I) oxide (available from Wako Pure
Chemical Industries, Ltd., 22 mg, 0.15 mmol) and 3-butyn-
2-ol (available from Tokyo Chemical Industry Co., Ltd., 120
wl, 1.52 mmol) mn DMF (5 ml) and pyridine (2.3 ml) was
stirred at room temperature for 2 hours. To the reaction mix-
ture were added 3-10do-2-monomethylaminojuglone (50 mg,
0.15 mmol), and a solution of palladium acetate (available
from Tokyo Chemical Industry Co., Ltd., 1.0 mg, 3 mol %) 1n
DMF (4 ml), and the mixture was stirred at 80° C. for 1 hour.
The reaction was quenched by the addition of 1ced water, and
the reaction mixture was extracted with chloroform. The
organic layer was washed with iced water and brine, dried
over sodium sulfate, filtered, and then concentrated under
reduced pressure. The residue was purified by silica gel col-
umn chromatography (eluent: hexane/ethyl acetate=4/1) to

give the desired compound (33 mg, 80%).
pale yellow needles, mp 219-220° C. (33 mg, 80% vyield).

rT (hexane/EtOAc=4/1)=0.20.

"H-NMR (CDCL,): 1.68 (3H, d, I=6.5 Hz), 1.98 (1H, d,
J=7.5Hz),4.11 (3H,s),4.93 (1H, dt, J=6.5, 7.5 Hz), 6.65 (1H,
s), 7.17 (1H, dd, J=1.0, 8.5 Hz), 7.53 (1H, dd, J=7.5, 8.5 Hz),
7.63 (1H, dd, J=1.0, 7.5 Hz).

SC-NMR (CDCl,): 22.1, 33.4, 62.0, 105.1, 115.4, 119.2,
124.1,126.8,131.8,134.3,135.4,145.4,162.0,1735.7, 186.7.

IR (KBr): 3530, 1630, 1458, 1374, 1352, 1219, 1080.
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LRMS (ESI) m/z: 270 [M-H] . FIRMS (ESI) m/z:
IM-H]™ [C,;H,;NO,]” Calculated 270.0766; Observed
2770.0757.

Example 19

Preparation of (S)-5-hydroxy-2-(1-hydroxyethyl)-
1 H-benzo[1]indole-4,9-dione

|Chemical Formula 34|

on O 1) on
Br
oz Me
2) NHLOH
NMe> 33 k,C04
O

A solution of copper (1) oxide (available from Wako Pure

Chemical Industries, Ltd., 48 mg, 0.34 mmol) and (5)-(-)-3-
butyn-2-ol (available from Tokyo Chemical Industry Co.,
Ltd., 266 ul, 3.38 mmol) in DMF (12 ml) and pyridine (5 ml)

was stirred at room temperature for 2 hours. To the reaction
mixture were added 3-bromo-2-dimethylaminojuglone (100
mg, 0.34 mmol), and a solution of palladium acetate (avail-
able from Tokyo Chemical Industry Co., Ltd., 2.3 mg, 3 mol
%) 1n DMF (14 ml), and the mixture was stirred overnight.
The reaction was quenched by the addition of iced water, and
the reaction mixture was extracted with chloroform. The
organic layer was washed with 1ced water and brine, dried

over sodium sulfate, filtered, and then concentrated under
reduced pressure to give a crude product. To a solution of the
crude product in NMP (20 ml) was added 28% ammonia
water (available from Wako Pure Chemical Industries, Ltd.,
208 ul, 2.57 mmol), and the mixture was stirred at 80° C. for
1 hour, and then thereto was added anhydrous potassium
carbonate (available from Wako Pure Chemical Industries,
Ltd., 35 mg, 0.26 mmol). The mixture was stirred at 80° C. for
30 minutes. To the reaction solution was added additional
anhydrous potassium carbonate (available from Wako Pure
Chemical Industries, Ltd., 248 mg, 1.80 mmol), and the mix-
ture was stirred at 100° C. for 3 hours. The reaction solution
was extracted with chloroform, and the organic layer was
washed with 3M hydrochloric acid, water and brine, dried
over sodium sulfate, filtered, and then the solvent was con-
centrated under reduced pressure. The residue was purified by
silica gel column chromatography (eluent: hexane/ethyl
acetate=2/1) to give (S)-5-hydroxy-2-(1-hydroxyethyl)-1H-
benzo[1]indole-4,9-dione (20 mg, 23%) as a yellow solid.

'H-NMR (CDCL,): § 1.64 (d, 3H, J=6.5 Hz), 5.08 (m, 1H),
6.58 (dd, 1H, 1=0.8, 2.3 Hz), 7.21 (dd, 1M, J=1.2, 8.3 Hz).
7.54 (dd, 1H, J=7.5, 8.3 Hz), 7.68 (dd, 1H, J=1.2, 7.5 Hz)
12.63 (s, 1H).

IR (KBr): 3575, 1623, 1438, 1377, 1254, 1204, 1099,
1034, 764.
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LRMS (ESI) m/z: 256 [M-H]~. FIRMS (ESI) m/z:
IM-H]™ [C,,H,,NO,]” Calculated 256.0610; Observed
256.0604.

Example 20

Preparation 1 of 2-(1-hydroxyethyl)-5-hydroxynaph-
tho[2,3-b]thiophene-4,9-dione

|Chemical Formula 35]

OH O /\
Br e
‘)\ ‘ yuc?
2) Na,S
A NMe,
O
OH O
Me
‘/\ /
\"“S/ \OH
O

A solution of copper (1) oxide (available from Wako Pure
Chemical Industries, Ltd., 24 mg, 0.167 mmol) and 3-butyn-
2-0l (available from Tokyo Chemical Industry Co., Ltd., 133
ul, 1.69 mmol) in DMF (6 ml) and pyridine (2.5 ml) was

stirred at room temperature for 2 hours. To the reaction mix-
ture were added 3-bromo-2-dimethylaminojuglone (50 mg,
0.167 mmol), and a solution of palladium acetate (available
from Tokyo Chemical Industry Co., Ltd., 1.1 mg, 3 mol %) 1n
DMF (7 ml), and the mixture was stirred overnight. The
reaction was quenched by the addition of 1ced water, and the
reaction mixture was extracted with chloroform. The organic
layer was washed with iced water and brine, dried over

sodium sulfate, filtered, and then concentrated under reduced
pressure to give a crude product. To a solution of the crude
product in methanol (8 ml) and distilled water (100 ul) was
added anhydrous sodium sulfide (available from Wako Pure
Chemical Industries, Ltd., 26 mg, 0.334 mmol), and the mix-
ture was stored at room temperature overnight. The reaction
solution was quenched by an aqueous ammonium chloride
solution, and extracted with ethyl acetate. The organic layer
was washed with water and brine, dried over sodium sulfate,
filtered, and then the solvent was concentrated under reduced
pressure. The residue was purified by silica gel column chro-
matography (eluent: hexane/ethyl acetate=10/1) to give 2-(1-
hydroxyethyl)-5-hydroxynaphtho| 2,3-b]thiophene-4,9-di-
one (21 mg, 46%) as a yellow solid.

pale yellow needles, mp>193° C. (dec.). rt (CH,Cl, only)=
0.20.

[a]*>,-18.0 (¢ 0.15, CH,OH), >99% ee (HPLC, Daicel
Chiralpak AD-H, hexane/1-PrOH=9/1, 1.0 mL/min, 254 nm,
minor 23.4 min and major 27.7 min).

"H-NMR (CDCl,): 1.67 (3H, d, J=7.0 Hz), 2.27 (1H, d,
I=4.5 Hz), 5.22 (1H, dt, J=4.5, 7.0 Hz), 7.27 (1H, dd, J=1.0,
7.5 Hz), 7.50 (1H, s), 7.62 (1H, dd, J=7.5, 8.5 Hz), 7.76 (1H,
dd, J=1.0, 7.5 Hz).

PC-NMR (DMSO0): 25.9,65.2,116.0,119.7,121.1, 124.9,
134.0, 137.1, 142.7, 143.2, 162.1, 164.6, 177.3, 185.2.
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IR (KBr): 3275, 3187, 1649, 1632, 1451, 1288, 831, 752,
702.

LRMS (ESI) m/z: 273 [M-H]~. HRMS (ESI) m/z: [M-H]~
|C, ,H,O,S]™ Calculated 273.0222; Observed 273.0216.

'H-NMR (CDCl,/MeOD): 8 1.64 (d, 1H, J=6.5 Hz), 5.16
(q, 1H, J=6.5 Hz), 7.27 (dd, 1H, J=0.94, 8.4 Hz), 7.49 (s, 1H).
7.62 (dd, 1H, 1=7.5, 8.4 Hz), 7.76 (dd, 1H, J=0.94, 7.5 Hz),
12.34 (s, 1H).

Examples 21 to 32

The following compounds of Examples 21 to 32 are pre-
pared with proper modifications of Example 20 according to
the conventional methods 1n the art.

TABLE 3
Example
No. Chemical Structure
21 OH O
\ \
s q
O
22 OH O
\ \
F S OH
O
23 OH O
Et
/ S — q S
O
24
25 OH O




Example
No.

26

27

28

29

30

31

32

29
TABLE 3-continued

Chemical Structure

OH O

Vs

S
O
OH O
S \
S
O
OH O
X \ . C'
y . =
O
OH O
\)\ [
NS N
O
OH O
‘)\ "
NF S O
O
OH O
\ \ Me
F S R
O
OH O
‘)\ ‘ \ Ph
NF S O
O

In the above table, * refers to an asymmetric carbon atom.
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Example 33

|Chemical Formula 36]

OH
OH O /\
/ I HC& Me
\ OH
O
OH O
)\ Me
LT
X O OH
O

To a solution of 2,5-dihydroxy-3-iodonaphthalene-1,4-di1-
one (30 mg, 0.095 mmol) in pyridine (3.5 ml) were added
copper oxide (1) (13.5 mg, 0.095 mmol), 3-butyn-2-ol (75 ul,
0.949 mmol) and dichlorobis(triphenylphosphine)palladium
(2 mg, 3 mol %), and the mixture was stirred at 80° C. of the
reaction temperature for 30 minutes. The reaction solution
was cooled to room temperature, and then the reaction was
quenched by the addition of 2M hydrochloric acid. The reac-
tion solution was extracted with chloroform. The organic
layer was washed with 1ce water and brine, dried over sodium
sulfate and concentrated under reduced pressure. The residue
was purified by silica gel column chromatography (eluent:
hexane/ethyl acetate=4/1) to give 2-(1-hydroxyethyl)-3-hy-
droxynaphtho[2,3-b]furan-4.9-dione (17.2 mg, 70%) as a
yellow solid.

"H-NMR (CDCL,): 8 1.66 (d, 3H, J=6.6 Hz), 2.23 (d, 1H,
J=5.3Hz),5.05(m, 1H), 6.85 (d, 1H, J=0.7 Hz),7.28 (dd, 1H,
I=1.2, 8.5 Hz), 7.62 (dd, 1H, J=7.6, 8.5 Hz), 7.76 (dd, 1H,
J=1.2,77.6 Hz) 12.18 (s, 1H).

PC-NMR (CDCl,): 21.5, 63.8,103.4,115.2,120.0, 125.3,
131.0, 132.7, 136.3, 152.1, 162.3,165.4,172.77, 186.5.

Preparation of NQS801

|Chemical Formula 37|

H>O/Solvent

-

Example 34

A solution of the compound obtained in Example 1 (30 mg,
0.105 mmol) 1n a distilled water (20 ml) and butanol (10 ml)
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was stirred at 120° C. overnight. The reaction solution was
cooled to room temperature, and then extracted with ethyl
acetate. The organic layer was washed with water and brine,
dried over sodium sulfate, filtered, and concentrated under
reduced pressure, and then the residue was purified by silica
gel column chromatography (eluent: hexane/ethyl acetate=6/
1) to give 2-(1-hydroxyethyl)-3-hydroxynaphtho[2,3-b]iu-
ran-4,9-dione (16.4 mg, 61%).

Example 35

A solution of the compound obtained in Example 1 (30 mg,
0.105 mmol) 1n a distilled water (20 ml) and ethanol (10 ml)
was stirred at 100° C. for 5 hours. The reaction solution was
cooled to room temperature, and then extracted with ethyl
acetate. The organic layer was washed with water and brine,
dried over sodium sulfate, filtered, and concentrated under
reduced pressure, and then the residue was purified by silica
gel column chromatography (eluent: hexane/ethyl acetate=6/
1) to give 2-(1-hydroxyethyl)-5-hydroxynaphtho[2,3-b]{u-
ran-4,9-dione (14.8 mg, 55%).

Example 36

A solution of the compound obtained in Example 1 (30 mg,
0.105 mmol) 1n a distilled water (20 ml) and acetonaitrile (10
ml) was stirred at 100° C. overnight. The reaction solution
was cooled to room temperature, and then extracted with
cthyl acetate. The organic layer was washed with water and
brine, dried over sodium sulfate, filtered, and concentrated
under reduced pressure, and then the residue was purified by
silica gel column chromatography (eluent: hexane/ethyl
acetate=6/1) to give 2-(1-hydroxyethyl)-3-hydroxynaphtho
[2,3-b]iuran-4,9-dione (11 mg, 41%).

Example 37

A solution of the compound obtained in Example 1 (30 mg,
0.105 mmol) 1n a distilled water (20 ml) and acetone (10 ml)
was stirred at 100° C. overnight. The reaction solution was
cooled to room temperature, and then extracted with ethyl
acetate. The organic layer was washed with water and brine,
dried over sodium sulfate, filtered, and concentrated under
reduced pressure, and then the residue was purified by silica
gel column chromatography (eluent: hexane/ethyl acetate=6/
1) to give 2-(1-hydroxyethyl)-3-hydroxynaphtho[2,3-b]iu-
ran-4,9-dione (10 mg, 37%).

Comparative Example 1

|Chemical Formula 38|

OH O

Br

NMEﬁz
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-continued
OH

O

H
)\
F

4

~NFH

\NMez

N
Y

A coupling reaction was tried according to Nonpatent
Document 4. To a solution of copper 10odide (available from
Wako Pure Chemical Industries, Ltd., 30 mg, 0.16 mmol) and
3-Butyn-2-o0l (available from Tokyo Chemical Industry Co.,
Ltd., 11 ul, 0.15 mmol) mm DMSO (500 ul) and chloroform
(350 ul) were added triethylamine (available from Tokyo
Chemical Industry Co., Ltd., 18 ul, 0.13 mmol), 3-bromo-2-
dimethylaminojuglone (30 mg, 0.1 mmol) and bis(triph-
enylphosphine)palladium (II) dichloride (available from
Tokyo Chemical Industry Co., Ltd., 300 ng, 0.43 mol %), and
the mixture was stirred overnight. However, the desired com-
pound was not obtained.

INDUSTRIAL APPLICABILITY

The present invention provides a novel and selective prepa-
ration of tricyclic compounds wherein the number of reaction
steps 1s reduced compared to the conventional methods,
which 1s usetul for the selective preparation of tricyclic com-
pounds.

The mvention claimed 1s:

1. A process for preparing selectively one of a compound
(Ia) and a compound (Ib) represented by following formula
(Ia) and formula (Ib), respectively, over the other compound:

(la)

OH O
X
[ >
o~ W or
O
(1b)
Rl
OH O \
X X
7 W
O

wherein R' is selected from the group consisting of hydro-
gen; C,_ alkyl optionally substituted by hydroxy, C,
alkoxy, or amino; C._,, aryl optionally substituted by
hydroxy, C, _, alkoxy, oramino; 5-to 10-membered satu-
rated or unsaturated heterocycle optionally substituted
by hydroxy, C, . alkoxy, or amino; CHO; CONH,; C,
alkylcarbonyl optionally substituted by hydroxy, C,
alkoxy, or amino; and COC._,, aryl optionally substi-
tuted by hydroxy, C, _, alkoxy, or amino, and

Wis Oor S,
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the method comprising:
step (a) in which a compound (1) represented by following
formula (II):

(1)

HC=——-TR/,

wherein R' is defined above,
1s reacted 1n the presence of a base, a copper catalyst, and a
palladium catalyst, 1n an aprotic polar solvent with a com-
pound (III) represented by following formula (I1I):

(I11)
OH 0O

NRR,

O

wherein R~ is selected from the group consisting of hydro-
gen; C,_. alkyl optionally substituted by nitro, sulfo,
cyano, acetyl, or C._,, aryl; COC, _ alkyl; and COC._,,
aryl optionally substituted by nitro, sulfo, cyano, or
acetyl,

R is selected from the group consisting of hydrogen; C,
alkyl optionally substituted by nitro, sulfo, cyano,
acetyl, or C_,, aryl; COC,_; alkyl; and COC__,, aryl
optionally substituted by nitro, sulfo, cyano, or acetyl,
and

X 1s halogen selected from the group consisting of chlo-
rine, bromine, and 1odine; or OSO,CF;,

wherein the compound (Ia) 1s formed selectively by includ-
ing the palladium catalyst in an amount of less than a
determining amount, and

the compound (Ib) 1s formed selectively by including the
palladium catalyst in an amount of no less than the
determining amount.

2. The process of claim 1, wherein the copper catalyst used

in step (a) 1s copper (I) oxide.

3. The process of claim 2, wherein R' is hydroxy-substi-

tuted C, _. alkyl.

4. The process of claim 1, which further comprises step (b)

in which a compound (V) represented by following formula

(V):
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(V)

1s obtained from the compound (III) in the step (a) and 1s
cyclized.
5. The process of claim 1, wherein the less than the deter-
mining amount of the palladium catalyst for forming the
compound (Ia):

(la)

OH O
AN
N\
F W
O

selectively 1s less than 5 mol % relative to the compound
(11I).
6. The process of claim 1, wherein the no less than the
determining amount of the palladium catalyst for forming the
compound (Ib):

(Ib)

Rl
OH 0 \
XX
F W
O

selectively 1s 5 mol % or more relative to the compound
(111).
7. The process of claim 1, wherein both the base and the
aprotic polar solvent used 1n the step (a) are pyridine.

G ex x = e



	Front Page
	Specification
	Claims

